To the Editor:
We read with interest the article by Park et al.
[1] about a 10-month male subject with AlpersHuttenlocher disease (AHD) due to the POLG1 mutations p.Arg807His and p. Arg627Trp, who was admitted for acute liver failure, underwent liver transplantation, developed intractable epilepsy, received valproate, and survived after discontinuation of valproate. We have the following comments and concerns regarding the content of the article.
When was valproate started and which dosages were applied? Which were the other five anti-epileptic drugs (AEDs) the patient received during hospitalization? AEDs can be mitochondrion-toxic, in particular, valproic acid, phenobarbital, carbamazepine, and phenytoin [2] . Was deterioration of the phenotype attributable to one or a combination of these AEDs? There was lactic acidosis on admission, suggesting mitochondrial disorder (MID) [1] . Why was valproate not discontinued at the time of suspicion of MID?
What was the cause of acute liver failure in the described patient? Was liver failure attributable to the current medication on admission? Which type of antibiotics did the patient receive for bronchitis? Was liver failure attributable to the underlying MID? Did liver parameters remain elevated after liver transplantation, suggesting that they were rather the result of the medication applied than the underlying MID?
We do not agree with the statement that transplantation should be considered as an alternative option for treating patients with AHD [1] . Disadvantages of transplantation, in general, are that patients require long-term immunosuppression, surgery requires long duration of anesthesia administration, AHD patients usually survive for a short-term, MIDs may manifest in the immune system and may go along with primary immunosuppression [3] , steroids may exhibit detrimental effects in MIDs [4] , and the long-term outcome of patients with AHD may not improve with transplantation. Which type of immunosuppression was given to the patient? Which was the long-term outcome of the index case?
The patient was obviously compounded heterozygous for two POLG1 mutations [1] . Thus, it is conceivable that he received one mutation from the father and one from the mother. POLG1 mutations frequently cause depletion or multiple deletions of mitochondrial DNA (mtDNA) [5] . What was the rate of mtDNA depletion in this patient or were there any multiple mtDNA deletions?
